Methyl 2-[2-(3-acetyl-4-methyl-2-oxo-1,2-dihydroquinolin-1-yl)acet-amido] alkano-ate 7; Oregioisomers 12 and N-substituted dipeptides 14 were efficiently prepared by azide coupling of amino acid esters with the azide derivatives 5, 11 and 13, respectively. Further the N-substituted ester 7 reacted with N 2 H 4 .H 2 O to give the hydrazide 8 which was condensed with furan-2-carbaldehyde to exhibit the hydrazone 9.
Introduction
The synthesis of quinoline and its derivatives has attracted considerable attention from organic and medicinal chemists for many years. [1] [2] [3] The structural core of quinoline is often found in more complex natural products 4 and is frequently associated with biological activity, such as anticancer, 5 antifungal, 6 HIV-1 integrase inhibitors, 7 HIV protease inhibitors 8 antileishmanial activity, 9 NK-3 receptor antagonists 10 and pLT antagonists. [11] [12] [13] Our objectives were to synthesize a series of quinoline derivatives substituted at position 1 and 2 by a spacer linked with a series of amino acids and dipeptides as pLT antagonists regarded as important mediators of human bronchial asthma 14 .
Results and Discussion
In continuation of our efforts synthesizing various amino acid coupled bioactive molecules, [15] [16] [17] we now report the preparation of methyl 2-[2-(3-acetyl-4-methyl-2-oxo-1,2-dihydroquinolin-1-yl)acetamido] alkanoate 7 and their O-regioisomers 12. The N-substituted amino acid coupled derivatives 7 were prepared by azide coupling from 3-acetyl-1-(2-azido-2-oxoethyl)-4-methylquinolin-2-(1H)-one 5.
Treatment of o-aminoacetophenone with ethyl acetoacetate in Et 3 N gave 3-acetyl-4-methylquinolin-2-(1H)-one 1. 18 The alkylation of the ambident nucleophile 1 with methyl chloroacetate in the presence of K 2 CO 3 in DMF/acetone (1:1) gave a mixture of both Nsubstituted ester 2 as the major product and a low yield of O-regioisomer 3, (Scheme1). 
Scheme 1
Both esters 2 and 3 are excellent key intermediates for the simple chemical modification of quinoline derivative 1. The ester 2 was boiled with hydrazine hydrate in ethyl alcohol to afford the hydrazide 4, which subsequently converted into azide 5 by treatment with NaNO 2 and HCl mixture.
The synthesis of the target amino acid derivatives 7a-g were efficiently formed from key intermediate ester 2 via the azide coupling method, 15, 19, 20 which was reported to minimize the degree of racemization in amino acid coupling. The in situ generated azide 5 solution in ethyl acetate reacted with amino acid methyl ester hydrochloride 6 in the presence of triethyl amine to afford the methyl 2-[2-(3-acetyl-4-methyl-2-oxo-1,2-dihydroquinolin-1-yl)acetamido] alkanoate 7a-g in good yield (Scheme 2). Various N-acylheteroarylhydrazones (NAH) have been synthesized and were found to possess very interesting biological activities. 21, 22 Hydrazinolysis of the amino acid ester 7c,e-g afforded the hydrazide 8c,e-g. The hydrazide 8e,f was condensed with furan-2-carbaldehyde to exhibit the hydrazone 9e,f (Scheme 2). 
Scheme 2
Similarly, amino acid derivatives 12d,f,g were efficiently formed from key intermediate ester 3 via the azide coupling method. The ester 3 was boiled with hydrazine hydrate in ethyl alcohol to afford the hydrazide 10. The hydrazide 10 was treated with NaNO 2 and HCl mixture to yield the O-substituted azide derivative 11. The in situ generated azide 11 solution in ethyl acetate reacted with amino acid methyl ester hydrochloride 6 in the presence of triethyl amine to afford 12, (Scheme 3). 
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Scheme 3
Further development of azide coupling was obtained by the synthesis of N-substituted dipeptide derivatives 14. The hydrazide 8 was treated with NaNO 2 and HCl mixture to produce the azide 13. The in situ generated azide 13c,f solution in ethyl acetate reacted with methionine methyl ester hydrochloride 6c,f in the presence of triethyl amine to afford the dipeptide 14 (Scheme 4). 
Scheme 4
The structure assignment of the N-substituted amino acid esters 7; their O-regio isomer 12 and the N-substituted dipeptide 14 is based on 1 H NMR spectral and physicochemical analysis, 
Methyl 2-[2-(3-acetyl-4-methyl-2-oxo-1,2-dihydroquinolin-1-yl)acetamido] propionate (7b).

Hydrazide. General method
To a solution of quinoline amino acid derivatives 7c,e,f,g (1.0 mmol) in ethyl alcohol (30 mL), hydrazine hydrate (0.24 mL, 5 mmol) was added. The reaction mixture was refluxed for 4 hours; afterwards it was left overnight at room temperature. The formed precipitate was filtered off, washed with ethanol and ether then crystallized from aqueous ethanol to yield the hydrazide. 
